ABSTRACT BACKGROUND Spontaneous coronary artery dissection (SCAD) is the most common cause of pregnancy-associated
The ongoing Mayo Clinic SCAD Registry, a "virtual" multicenter registry, includes both retrospective and prospective data on patients with SCAD (3). It was established in 2010 in response to the efforts of an online community of SCAD patients seeking further research on their condition. We used the online group to identify patients diagnosed as having at least 1 episode of SCAD and recruited them to participate in a clinical investigation of their condition, creating the "virtual" multicenter registry. A pilot study demonstrated the feasibility of conducting research via this novel, international "virtual" registry (3). Kaplan-Meier methods and log-rank tests were used to estimate survival curves for follow-up recurrence.
The U.S. comparator data were derived from National Vital Statistics Reports 2013 birth data including women between 20 and 44 years of age (9), the 2012 Fertility Clinic Success Rates Reports (10) , and the 1980 to 2010 U.S. pre-eclampsia rates (11) , and were compared using a 2-sided chi-square 1-sample proportion test. A 2-sided value of p < 0.05 was considered significant for all statistical analyses.
RESULTS
Of the 54 women identified as P-SCAD, 4 were pregnant at the time of SCAD (Figure 1) . Of the remaining Compared with other women of childbearing age in the U.S. population (9), patients with P-SCAD were more frequently multiparous (80% vs. 64%; p ¼ 0.0167), and the SCAD population was more frequently treated for infertility (28% vs. 12%; 
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Most pregnancy-associated spontaneous coronary artery dissection (SCAD) events occurred during early postpartum. Values are mean (range), mean AE SD, or n (%). *n ¼ 26. †n ¼ 135.
NP-SCAD ¼ spontaneous coronary artery dissection not associated with pregnancy; P-SCAD ¼ pregnancyassociated spontaneous coronary artery dissection; SCAD ¼ spontaneous coronary artery dissection. On follow-up, the mean LVEF was lower among patients with P-SCAD (52 AE 11% vs. 57 AE 10%; Values are mean (range) or n (%).
HELLP ¼ hemolysis, elevated liver enzymes, and low platelet count; NA ¼ not applicable; other abbreviations as in Table 1 . via release of nitric oxide (19) and has been considered potentially cardioprotective (20) (21) (22) (23) ; however, estrogen may also release matrix metalloproteinase, thereby degrading exovascular structural support (24, 25) . The pregnant state has been considered a histological contributor to arterial degeneration including reticular fiber fragmentation, elastic fiber disorganization, hypertrophy, and hyperplasia of smooth muscle cells (26, 27) . These changes as well as the increased fragility of the coronary artery vasa vasora coupled with the extracellular fluid volume shifts of late pregnancy, labor, and delivery, and the early postpartum state may predispose vulnerable patients to SCAD.
Interestingly, 6 patients explicitly described the onset of the SCAD MI symptoms during lactation.
Oxytocin is an important neuromodulator that also peaks toward the end of pregnancy and persists as the responsible trigger for milk letdown during breastfeeding, the vascular effects of which remain subject to investigation. Additionally, dysfunctional cleavage of the hormone prolactin, which increases during pregnancy and regulates milk production, into a bioactive and possibly cardiotoxic fragment has been associated with the myocardial dysfunction of PPCM (28) (29) (30) (31) . The implications of this observation for counseling SCAD patients regarding advisability of lactation remain uncertain at this time.
The overlap of P-SCAD with pre-eclampsia and similar pattern of presentation with PPCM observed in our study is hypothesis generating, particularly because pre-eclampsia and PPCM are speculated as In this study, pregnancy-associated spontaneous coronary artery dissection (P-SCAD) was found to occur most frequently in the first month postpartum, and patients often presented with ST-segment elevation myocardial infarction or reduced left ventricular function. The underlying mechanisms are likely multifactorial and not well understood. P-SCAD ¼ spontaneous coronary artery dissection during or shortly following pregnancy; SCAD ¼ spontaneous coronary artery dissection. 
